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Process tor the preparation of 10, ll-dltiydro-SH-dlbenzo[a,d) cyclohept-3- 
enes 

Jackson, William Paul 
Rolabo S. L., Spain 
PCT Int. Appl., 19 pp. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title 10, ll-dihydro-5H-dlbenzo[B,d]cyclohept-S-enes (e.g. loratadine) 

(I; 1 were prepared by reacting a dibenzozuberone II with an aliphatic 
ketone 

III in the presence of low valent titanium. The reaction proceeds via an 
intermediate diol IV trtiich maybe isolated by conducting the reaction at a 
lower temperature 



RCT A 29976-53-2, 
RGT D 7440-66-6 Zn, 
PRO C 134204-86-7 
SOL 109-99-9 THF 
10 THERE ARE 10 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AN 128:22821 CASREACT 
TI Preparation of ethyl 

4- (5, 6-dihydro-llH-benzo(5,6)cycloheptatl,2-bJpyridin- 

ll-ylidene)pip«ridine-l-carboxylate 
IN Rey, Max; Gladow, Stefan 
PA Cilag Ag, Swltz. 
SO Patentschrift (Switz.), 8 pp. 
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DT Patent 
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PRAI CH 1997-571 
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AS The title confound was prepared in 94% yield by condensation of 
5, 6-dihydro-llH-benzo(5, 6)cycloheptatl,2-bIpyridin-ll-one with 
1- (ethoxycarbonyl) -4-piperidone. The 8-chloro- and 8-fluoro- derivs. of 
the title confound were similarly prepared 



RX(1) RCT A 3964-73-6, B 29976-53-2 

PRO C 79779-58-1 
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127:755n CASREACT 

Synthesis, affinity at 5-HT2A, 5-HT2B and 5-HT2C serotonin receptors and 
structure-activity relationships of a series of cyproheptadine analogs 
Honrubia, Haria Angeles; Rodriguez, Jesus; Dominguez, Rosa; Lozoya, 
Bstrella; Hanaut, Francesc; Seijas, Julio A.; Villaverde, Haria Carmen; 
Calieja, Jose H.; Cadavid, Maria Isabel; et al. 

Department of Pharmacology, Organic and Physical Chemistry, University of 

Santiago, Santiago de Compostela, E-15706, Spain 

Chemical fi Pharmaceutical Bulletin (1997), 45(5), 642-648 

CODEN: CPBTAL; ISSN: 0009-2363 

Pharmaceutical Society of Japan 

Journal 

English 

Cyproheptadine (Cyp) is a drug that shows high affinity for type 
2 (5-KT2 J receptors . The authors studied a series of compds. obtained by 
modification of the tricyclic system of Cyp (dibenzocycloheptadiene ring) 
to roa)ce the thioxanthene, xanthene, dihydrodlbenzocycloheptadlene, dl-Ph, 
fluorene, and phenylmethyl analogs. Their activities at the rat cerebral 
cortex 5-HT2A receptor were (pKi):e.80 (Cyp), 8.60 (thioxanthene analog), 
B«40 (xanthene analog), 8.05 (dihydrodlbenzocycloheptadlene analog), 7.87 
(di-Ph analog), 6.70 (fluorene analog) and 6. 45 (phenylmethyl analog); 
those at the rat stomach fundus 5-HT2B receptor (pA2} were: 9.14 (Cyp), 
8.49 (thioxanthene analog), 7,58 (xanthene analog), 7.02 
(dihydrodlbenzocycloheptadlene analog}, 6.07 (dl-Ph analog), and 
undetectable (fluorene analog, phenylmethyl analog); and those at the pig 
choroidal plexus 5-HT2C receptor (pKl) were: 8.71 (Cyp), 6.68 
(thioxanthene analog), 8.58 (xanthene analog), 7.95 
(dihydrodlbenzocycloheptadlene analog), 7.57 (dl-Ph analog), 6.98 
(fluorene analog) and 6.63 (phenylmethyl analog). The slopes did not 
differ significantly .from unity. The compds. exhibited the same order of 
activities at every type of receptor, and the moat active mols. presented 
certain sterlc (butterfly conformation of the tricyclic system) and 
electrostatic (proton affinity on the top of the central rings) patterns. 
It is concluded that the activity of cyproheptadine derlvs. at 5-KT2 
receptors is related to these mol. features, which ma)ce feasible a conmon 
disposition to interact with all three 5-HT2 subtypes. 
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